I . An experiment was performed to study the eEect of sodium acetoacetate on urinary excretion of santhurenic acid and other tryptophan metabolites in male albino rats.
Abnormal tryptophan metabolism has been noted in diabetic patients by Rosen, Maengwyn-Davies, Becker, Stone & Freidenwald (1955) , who observed increased urinary xanthurenic acid following oral administration of tryptophan in such cases. Xanthurenic acid and 3-hydroxykynurenine were reported to be present in the urine of diabetics by Kotake & Tani (1953) . McDaniel, Hundley & Sebrell(1956) observed an impaired conversion of tryptophan into nicotinic acid in alloxan-diabetic rats, which were found to excrete more xanthurenic acid in their urine than normal rats when fed large amounts of tryptophan.
The intermediary fat metabolites, acetoacetate and /3-hydroxybutyrate, which have been shown to induce hyperglycaemia and other diabetic symptoms In experimental animals (Nath & Brahrnachari, 1944 , 1949a Nath & Chakrabarti, 1950) were also reported to decrease urinary and blood nicotinic acid in rabbits on prolonged administration (Nath & Chakrabarti, 1953) . We have reported that acetoacetate disturbs the conversion of tryptophan into nicotonic acid in rats (Shastri, Nayudu & Nath, 1967). The present work was undertaken to study the effect of acetoacetate on urinary excretion of xanthurenic acid and other tryptophan metabolites in rats.
Male albino rats weighing 40-50 g each were used. The animals were fed on a basal nicotinic acid-deficient diet (Table I ) for a period of 3 weeks. Food and water were given ad lib. After 3 weeks, the animals were divided into two groups and placed in metabolic cages in groups of two, and basal 24 h samples of urine were obtained. Each rat was then given, by a stomach tube, ~o o m g L-tryptophan; the rats in the second group were simultaneously injected intraperitoneally with sodium acetoacetate 
R E S U L T S
The results are given in Table 2 . Acetoacetate-treated rats given tryptophan were found to excrete considerably greater amounts of kynurenine, hydroxykynurenine and xanthurenic acid in their urines than the corresponding control rats. There was no significant difference between the urinary levels of kynurenic acid excreted by the rats of the two groups. * Significantly greater than the value for the control group (P < 0.05). ** Significantly greater than the value for the control group (P < 0.01). t Expressed as anthranilic acid.
f Values are the sum of acetylkynurenine and anthranilic acid, expressed as acetylkynurenine.
D I S C U S S I O N
The presence of higher amounts of kynurenine, hydroxykynurenine and xanthurenic acid and normal amounts of kynurenic acid in acetoacetate-treated rats suggests Vol. 23 Acetoacetate and tryptophan metabolites I55 that there is no disturbance in the conversion of tryptophan into kynurenine and then into 3-hydroxykynurenine in such animals and that acetoacetate mainly affects the conversion of 3-hydroxykynurenine into nicotinic acid, thus shunting the tryptophan metabolism into xanthurenic acid.
This change in the pattern of urinary metabolites is similar to that found in pyridoxine-deficient rats by Korbitz, Price & Brown (1963). Kotake (1955) observed pyridoxine deficiency and an increase in urinary xanthurenic acid in rats fed large amounts of fat and tryptophan. Ketone bodies are produced in large amounts in high-fat feeding (Khanade & Nath, 1960), and it has recently been observed by the authors that acetoacetate administration causes a depletion of pyridoxine in rats (unpublished results). It appears that the administration of acetoacetate disturbs tryptophan metabolism by depleting experimental animals of pyridoxine.
